Supplementary Figure 1. DNA methylation of the adiponectin promoter R1, Pparg2, and Tnfa promoter in adipocytes is not affected by obesity. (a) Relative amounts of adiponectin, Ppar2, C/ebp, and Tnf mRNA in adipocytes of NCD-fed (n = 4) or HFD-fed (n = 3) mice. (b) Schematic overview of the CpG dinucleotide regions on the adiponectin promoter. (c) Relative mRNA levels of adiponectin, Ppar2, Tnf, and Mcp-1 in adipocytes from WT (n = 4) or db/db mice (n = 4). (d) Bisulfite sequencing analysis of the adiponectin promoter R1 in adipocytes from NCD-fed (n = 4) or HFD-fed (n = 3) mice. (e) Quantification of the bisulfite sequencing results from (d). (f) Correlation between the R1 DNA methylation and adiponectin mRNA levels in adipocytes from NCD-fed (n = 4) or HFD-fed (n = 3) mice. (g) Bisulfite sequencing analysis of the adiponectin promoter R1 region in adipocytes of WT (n = 4) or db/db (n = 4) mice. (h) Quantification of the bisulfite sequencing results from (g). (i) Correlation between the R1 DNA methylation and adiponectin mRNA levels in adipocytes from WT (n = 4) or db/db (n = 4) mice. (j) Bisulfite sequencing analysis of Ppar2 promoter in adipocytes from NCD-fed (n = 4) or HFD-fed (n = 3) mice. (k) Quantification of the bisulfite sequencing results from (j). (l) Correlation between DNA methylation and Ppar2 mRNA levels of in adipocytes from NCDfed (n = 4) or HFD-fed (n = 3) mice. (m) Bisulfite sequencing analysis of Ppar2 promoter in adipocytes from WT (n = 4) or db/db (n = 4) mice. (n) Quantification of the bisulfite sequencing results from (m). (o) Correlation between DNA methylation and Ppar2 mRNA levels in adipocytes
from WT (n = 4) or db/db (n = 4) mice. (p) Bisulfite sequencing analysis of Tnf promoter in adipocytes from NCD-fed (n = 4) or HFD-fed (n = 3) mice. (q) Quantification of the bisulfite sequencing results from (p). (r) Correlation between DNA methylation and Tnf mRNA levels in adipocytes from NCD-fed (n = 4) or HFD-fed (n = 3) mice. (s) Tnf promoter bisulfite sequencing analysis in adipocytes from WT (n = 4) or db/db (n = 4) mice. Grey circle indicates the C, which is followed by A instead of G. (t) Quantification of the bisulfite sequencing results from (s). (u) Correlation between DNA methylation and Tnf mRNA levels in adipocytes from WT (n = 4) or db/db (n = 4) mice. Results are expressed as mean ± SEM. #; individual mice. (a) Relative mRNA levels of Dnmt1 and adiponectin in SVCs or adipocytes (ADs) obtained from mouse epididymal adipose tissue (n = 5). (b) mRNA expression of Dnmt1 and adiponectin in preadipocytes (Pre) or differentiated 3T3-L1 adipocytes (ADs) (n = 3). (c) mRNA levels of adiponectin, Dnmt1, and Dnmt3a in negative control (NC), DNMT1, DNMT3a, or PPAR knocked down 3T3-L1 cells (n = 3). (d) R1 DNA methylation levels in DNMT1-suppressed or -overexpressed 3T3-L1 cells (n = 3). (e) Reporter assay with WT or mutant form of adiponectin promoter, which is all the CpGs are substituted to CpCs at the R2, in 3T3-L1 adipocytes. Results are expressed as mean ± SEM. Similar results were obtained at least more than three independent. *P < 0.05; **P < 0.01; ***P < 0.001 in a two-tailed Student's t-test.
Supplementary

Supplementary Figure 4. Reduction of adiponectin gene expression induced by ER stress, mitochondrial dysfunction, and hypoxia is not accompanied by modification of R2 DNA methylation.
(a) Differentiated 3T3-L1 cells were incubated with or without 1 mg/mL tunicamycin, 1 mM rotenone, or incubated in normal or hypoxic (1% O 2 concentration) conditions for 24 h. mRNA levels of adiponectin, Dnmt1, Grp78, Chop, Mcp-1, Vegf, and Glut1 were measured (n = 3). (b) DNA methylation levels of the adiponectin promoter R2 in 3T3-L1 cells. Degrees of DNA methylation were quantified (n = 3). Results are expressed as mean ± SEM. Similar results were obtained at least more than three independent. *P < 0.05; **P < 0.01; ***P < 0.001 in a two-tailed Student's t-test.
Supplementary Figure 5. Inflammatory cytokines do not influence R1 DNA methylation.
Differentiated 3T3-L1 cells were incubated with or without 10 ng/mL TNF or 10 ng/mL IL-1 for 24 h. Bisulfite sequencing analysis of the adiponectin promoter R1 and quantification of bisulfite sequencing results (n = 3). Results are expressed as mean ± SEM. Similar results were obtained at least more than three independent. Cntl; control.
Supplementary Figure 6. TNF-induced DNMT1 gene expression is blocked by inhibition of NF-B.
Differentiated 3T3-L1 adipocytes were incubated with or without 10 mM of BAY-11-7082 (BAY) for 6 hr, then were incubated another 24 hr with or without TNF. Results are expressed as the mean ± SEM. Similar results were obtained at least more than three independent. * P < 0.05; ** P < 0.01; *** P < 0.001 in a two-tailed Student's t-test. Supplementary Figure 7 . RG108 does not influence body weight, organ weight, and DNA methylation at the R1 in adipocytes, at the R2 in the liver or at the promoters of several genes related with inflammation in SVCs of db/db mice. Eight-week-old db/db mice were intraperitoneally (i.p.) injected with Veh (n = 5-7) or RG108 (5.68 mg·kg -1 ·day -1 , n = 5-7) for 32 days. 
